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パターンA （－） （－） （＋） 16  7  3  0
パターンB （－） （－） （－） 3  7  0  1
パターンC （－） （＋） （＋） 2  4  0  0
パターンD （－） （＋） （－） 1  6  4  6
パターンE （＋） （＋） （－） 0  1  1  3
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MTS assayにおいて両細胞株の IC を測定し，5
 
FU感受性を検討したところDLD1/FUはDLD1の






OGS  p value  fold change
5 FU代謝・標的関連遺伝子
TYMS (TS) 1.23E 03  0.83
 
UMPS (OPRT) 5.23E 05  0.60
 
DPYD (DPD) 1.33E 01  0.94
 
ECGF1 (TP) 1.33E 01  0.94
アポトーシス関連遺伝子（IAP family）
BIRC1  6.67E 02  0.94
 
BIRC2  4.11E 02  1.46
 
BIRC3  1.51E 07  2.27
 
BIRC5 (SURVIVIN) 4.21E 01  1.01
 
BIRC6  6.95E 03  1.28
 
BIRC7  2.41E 01  0.84
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図1. NHFD/HUVEC共培養系における in vitro管
腔形成．























































図3. HUVECにおけるp38 MAPK (A)およびAkt (B)リン酸化のウエスタンブロット解析．
P＜0.05, P＜0.01, P＜0.001 vs.HGF. P＜0.05, P＜0.05 vs.control.
図 4. NHFD/HUVEC共培養系における in vitro管腔形成．
A. P＜0.001 vs.control. P＜0.001 vs.anisomycin.
B. P＜0.001 vs.HGF. P＜0.05 vs.control.
C. P＜0.05 vs.in the presence of fluvastatin.
67宇留野－p38 MAPキナーゼはスタチン系製剤フルバスタチンによる血管新生増加作用に関与する
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ラット膝関節不動化モデルを用いた関節拘縮の病態解明
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な発現の変化を in situ hybridizationと免疫染色で検
東北医誌 120:69-71，2008
討した．
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拮抗剤のatropine（0.1 mg/kg＋0.1 mg/kg hを 30
分)，ニコチン受容体拮抗剤のhexamethonium（5 mg/
kg＋5 mg/kg hを 30分)，セロトニン3(5 HT3)受容
体拮抗剤のondansetron(0.5 mg/kg＋0.5 mg/kg hを
30分)，ニューロキニン1受容体拮抗剤のFK224(1
 
mg/kg＋1 mg/kg hを 30分)，βブロッカーの pro-




1)capsaicin 5 mg，10 mgの結腸内投与直後に結腸
運動が亢進し，GMCs・排便を誘発した(図 1)．生理食





















図2. Atropine存在下でのCapsaicin 5 mg結腸内投与の効果
Capsaicin 5mg結腸内投与により認めたGMCs・排便の誘発は，抑制された．
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えられたapoE野生型，△ ;apoEヘテロ欠損型，● ;apoEホモ欠損型．b,e:白 ;apoE野生型，グレー ;
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胎盤病理と臨床像から見た新生児慢性肺疾患病型分類の再検討















































病型毎の症例数は78例中，I型 8，II型 38，III型 14，
III′型 3，IV型 10，V型 5であった．平均妊娠週数は
26.2±2.2週，平均出生体重は806±212 gであり，Iか
表1. CLD病型分類
CLD病型 RDS  CAM 胸部レ線
I ＋ ＋/－ ＋
II ＋ ＋/－ －
III － SCAM＋ ＋
III′ － SCAM＋ －
IV － － ＋
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CAM  2  10  14  3  0  1  30 ＜0.05
SCAM  0  2  14  3  0  0  19 ＜0.05
DCH  1  1  4  0  9  0  15 ＜0.05
羊膜壊死 1  1  14  3  7  0  26 ＜0.05‖
臍帯炎 1  7  11  2  0  2  23 ＜0.05
CAM ;chorioamnionitis,SCAM ;subacute chorioamnionitis
 
DCH ;diffuse chorioamniotic hemosiderosis
CAM の頻度は III型と I型（p＜0.01），II型（p＜0.01），IV型（p＜0.01）またはV型(p＜0.01)および III′型
と II型(p＝0.045)または IV型(p＜0.01)との間に有意差を認めた．




‖羊膜壊死の頻度は III型と I型(p＜0.01)，II型(p＜0.01)またはV型(p＜0.01)および III′型と I型(p＝0.047)，
II型(p＜0.01)またはV型（p＝0.038）および IV型と I型（p＝0.049），II型(p＜0.01)またはV型(p＝0.038)と
の間に有意差を認めた．
臍帯炎の頻度は III型と I型（p＜0.01），II型（p＜0.01）または IV型（p＜0.01）との間に有意差を認めた．
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Abstract : Decrease of
 
plasma branched chain amino
 
acids (BCAAs)is one of the
 
features in advanced cirrhotic
 
patients. The aim of this
 
study is to investigate the role
 
of BCAAs in the dendritic cell
(DC) function of advanced
 
cirrhotic patients. We anal-
yzed the function of MoDCs
 
and BDCA1＋DCs in healthy controls (HC) and
 
HCV cirrhotic patients (LC C). We examine the
 
DC function on the phenotypes,cytokine production
 
and the allostimulatory capacity. After adding the
 
stimulants,the percentages of CD83＋ mature DCs
 
were reduced in LC C in comparison with HC.
The allostimulatory capacity of MoDCs in LC C
 
was lower than the MoDCs in HC. We cultured
 
BDCA1＋DCs or MoDCs under the medium that
 
contained 0 800 nmol/mL valine and evaluated the
 
functions. The addition of valine dose dependent-
ly increased the percentage of CD83＋ mature DCs
 
in LC C. The impaired allostimulatory capacity
 
and IL 12 production reflected the same tendency.
Furthermore,we caused BDCA1＋DCs from LC C
(n＝5) to mature using either 100% autologous
 
plasma or 100% autologous plasma with 100 nmol/
ml valine. In all cases,DCs matured in autologous
 
plasma with valine had enhanced allostimulatory
 
capacity and IL 12 production. Elevating the
 
extracellular concentration of valine has the poten-





















































CCM ΔBCAA Δval Δleu ΔIle
 
Glycine  400  400  400  400  400
 
L Alanine  400  400  400  400  400
 
L Serine  400  400  400  400  400
 
L Threonine  800  800  800  800  800
 
L Cystine 2HCl  200  200  200  200  200
 
L Methionine  200  200  200  200  200
 
L Glutamine  4,000  4,000  4,000  4,000  4,000
 
L Asparagine  400  400  400  400  400
 
L Glutamic Acid  400  400  400  400  400
 
L Aspartic Acid  400  400  400  400  400
 
L Valine  800  0  0  800  800
 
L Leucine  800  0  800  0  800
 
L Isoleucine  800  0  800  800  0
 
L Phenylalanine  400  400  400  400  400
 
L Tyrosine  400  400  400  400  400
 
L Tryptophan  80  80  80  80  80
 
L Lysine HCl  800  800  800  800  800
 
L Arginine HCl  400  400  400  400  400
 
L Histidine  200  200  200  200  200
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介して IL 8を誘導し，胃粘膜炎症を惹起する ．また，
このNOD1に関してHysi PらはNOD1の exon 9 近

































Updated Sydney System に従い，inflammation・
activity・atrophy・metaplasiaの 4項目について0～3
の 4段階で評価した．血清学的胃粘膜萎縮の指標とし












（T/T）に比べ，オッズ比1.9 ［95%CI 1.2 3.2］で有
東北医誌 120:105-106，2008
意に高値を示した．組織学的胃炎では，胃体部の
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Abstract : Diastolic heart
 







remains to be fully elucidated.
We have previously demon-
strated the important roles of
 
Rho kinase pathway in the
 
molecular mechanisms of car-
diovascular fibrosis/hypertrophy and oxidative
 
stress,but not examined in the development of heart
 
failure. Therefore, we examined in this study
 
whether Rho kinase pathway is also involved in the
 
pathogenesis of DHF in Dahl salt sensitive rats,an
 
established animal model of DHF. They were
 
maintained with or without fasudil, a Rho kinase
 
inhibitor (30 or 100 mg/kg/day,PO)for 10 weeks.
Untreated DHF group exhibited overt heart failure
 
associated with diastolic dysfunction but with
 
preserved systolic function, characterized by in-
creased myocardial stiffness,cardiomyocyte hyper-
trophy,and enhanced cardiac fibrosis and superox-
ide production. Fasudil treatment significantly
 
ameliorated those DHF related myocardial
 
changes. Western blot analysis showed that car-
diac Rho kinase activity was significantly increased
 
in the untreated DHF group and was dose depen-
dently inhibited by fasudil. Importantly,there was
 
a significant correlation between the extent of
 
myocardial stiffness and that of cardiac Rho kinase
 
activity. These results indicate that Rho kinase
 
pathway plays an important role in the pathogenesis
 
of DHF and thus could be an important therapeutic
 
target for the disorder.
Key words:heart failure, diastolic dysfunction,
Rho kinase,myocardial stiffness,fibrosis
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Abstract : High systolic
 
blood pressure and wide pulse
 
pressure are independent risk
 
factors for atherosclerosis.






smooth muscle cell (VSMC)
migration.
In our original pressure
 
loading system,rat aortic VSMCs were incubated in
 
a Boyden chamber under variable pressures and
 
pulse rates. High mean pressure (180/90 mmHg
 
vs. 90/0 mmHg), high pulse rate (120/min vs. 40/
min)and wide pulse pressure (190/110 mmHg vs.
170/130 mmHg) significantly accelerated VSMC
 
migration (2.38, 1.27 and 1.38 fold, respectively).
The measurement of intracellular calcium showed a
 
correlation between intracellular calcium level and
 
pressure. The inositol 1,4,5 trisphosphate receptor
 
blockers, 2 aminoethoxydiphenyl borate and Xes-
tospongin C, significantly inhibited the VSMC
 
migration, while the ryanodine receptor blocker,
ryanodine,had no effects. Calcium channel block-
er(CCB),azelnidipine,and angiotensin type 1 rece-
ptor blocker (ARB),olmesartan,also significantly
 
inhibited the VSMC migration.
These results indicate that VSMC migration is
 
accelerated in response to the increase in mean
 
pressure,pulse rate,and pulse pressure, for which
 
increased release of intracellular calcium from SR
 
via IP3 receptor may be involved. They also sug-
gest that the anti atherogenic actions of CCBs and
 
ARBs are mediated not only by their blood pressure
 
lowering effects but also by their inhibitory effects
 
on VSMC migration.





















































































L typeカルシウムチャネル拮抗薬Azelnidipine (A)，アンジオテンシン type 1受容体阻害薬Olmesartan
（B）の影響の検討．平均±標準偏差．n＝7．
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